Supplementary Material 1. R 2%-dt2 HEIEM A E

#0| M| XAt 2= drma_bin.csv(Table S1), drma_con.csv(Table S2) .

#"dosresmeta” I{7|X| E2{27|
library("dosresmeta")

RO| “doseresmeta” Ij7|X|E 0|23t 22F-HI2 MEIEM

#HOolH Y A 27|
dta_shim <- read.csv("dta_shim.csv", header=TRUE)

» BINARY DATA

#H Ol 2E H =827
data_bin <- read.csv("drma_bin.csv", header=TRUE)
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library(ggplot2)

###### XX AREQ TNAV|E YEEFELQAS AV|E WEANOE HOF.

data_bin$inver_se <- 1/data_bin$§se #se2| HE OtE(s12t0|7} 242 £E28FP)

#Z|E Ao 2EE BEOF (HEAETE xS s Mol

ggplot(data_bin, aes(dose, logrr, size=inver_se)) + geom_point(shape=1, colour="black")
+  scale_size_area(max_size=20)
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###Linear model###

lin_bin <- dosresmeta(formula = logrr ~ dose, id = id, type = type, se = se, cases = cases,
n = n, data = data_bin)

summary(lin_bin)

predict(lin_bin, delta = 1, exp = TRUE)

#Graphical results

dosex_bin <- data.frame(dose = seq(0, 80, 1)) # 12T x=S SHFSE 1 HHS|s=Ct
with(predict(lin_bin, dosex_bin, order = TRUE, exp = TRUE), {
plot(dose, pred, type = "I", col = "blue", ylim = c(0, 2),
ylab = "cardiovascular disease relative risk", xlab = "alcohol consumption,

grams/day")
lines(dose, cilb, Ity = 2)
lines(dose, ci.ub, Ity = 2)
)

###Quadratic model for Non-linear model ###
quad_bin <- dosresmeta(formula = logrr ~ dose + I(dose”2), id = id, type = type, se = se,
cases = cases, n = n, data = data_bin)



summary(quad_bin)
predict(quad_bin, exp = TRUE)

#Graphical results
with(predict(quad_bin, dosex_bin, exp = TRUE), {
plot(dose, pred, type = "I", ylim = c(0, 15),
ylab = "cardiovascular disease relative risk", xlab = "alcohol consumption,
grams/day")
lines(dose, cilb, Ity = 2)
lines(dose, ci.ub, Ity = 2)
)
points(dosex_bin$dose, predict(lin_bin, dosex_bin, exp = TRUE)$pred, type = "I", Ity = 3, col
= "blue")

###Restricted cubic spline for Non-linear model###

library("rms") # restricted cubic splineg A& A SH=Ct.

knots_bin <- quantile(data_bin$dose, (.05, .35, .65, .95))

# *oorphol ORZOP7LE vector4-E(spline Tj45) ERBHE 2 .

spl_bin <- dosresmeta(formula = logrr ~ rcs(dose, knots_bin), type = type, id = id, se = se,
cases = cases, n = n, data = data_bin)

summary(spl_bin)

#AY YA
waldtest(b = coef(spl_bin), Sigma = vcov(spl_bin), Terms = 2:3)

#Graphical results

xref_bin <- 0 #549| 20| M2tM refE HENZEFULEL HS0= 022 S22 Jzf=
O B0 e} refdtiOf HX}

with(predict(spl_bin, dosex_bin, xref_bin, exp = TRUE){

plot(get("rcs(dose, knots_bin)dose"), pred, type = "I", ylim = c(0.4, 10),
ylab = "cardiovascular disease relative risk", xlab = "alcohol consumption,
grams/day",
log = "y", bty = "I", las = 1)

matlines(get("rcs(dose, knots_bin)dose"), cbind(ci.ub, ci.lb), col = 1, Ity = "dashed")
D
points(dosex_bin$dose, predict(lin_bin, dosex_bin, xref_bin, exp = TRUE)$pred, type = "I", Ity
= 3, col = "blue")
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pre_bin <- predict(spl_bin, dosex_bin, exp = TRUE)

pre_bin$ci.ub - pre_bin$cilb #17H® Zf 026792 M 7I& Z0|
Ol A xref <-172 M-S A2
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##waldtest##

#HO : doses2=doses3=0

#P>0.05, doses2?} doses39| RQIEJ|27|= 002 7|27|7F e 2|1 & KIUH=
o 7|&7]= AtO|7gict.

#Iiete ME Moo= moHsht

#P<0.05, doses2@} doses32| ZQIEJ|27|= 00| OfLI0{AM 7|27|7F YQHL E= = 8
F-HFO| 7|27|= XHO|7+RULCE

#lkatM HME M o2 Tt
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» CONTINUOUS DATA

#H Ol 2E A =827
data_con <- read.csv("drma_con.csv", header=TRUE)

###Linear model###

lin_con <- dosresmeta(formula =y ~ dose, id = id, sd = sd, n = n, covariance = "smd", data
= data_con)

summary(lin_con)

#Graphical results
dosex_con <- data.frame(dose = seq(0, 30, 1)) #2(= x=2 IS0 HH=
with(predict(lin_con, dosex_con, order = TRUE), {
plot(dose, pred, type = "I", col = "blue", ylim = c(0, .6),
ylab = "schizophrenia score", xlab = "medicine dose level, mg/day")
lines(dose, ci.lb, Ity = 2)
lines(dose, ci.ub, Ity = 2)
)
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###Quadratic model for Non-linear model ###

quad_con <- dosresmeta(formula = y ~ dose + I(dose”2), id = id, sd = sd, n = n, covariance
= "smd", data = data_con)

summary(quad_con)

#Graphical results
with(predict(quad_con, dosex_con, order = TRUE), {
plot(dose, pred, type = "I", ylim = ¢(0, .6),
ylab = "schizophrenia score", xlab = "medicine dose level, mg/day")
lines(dose, ci.lb, Ity = 2)
lines(dose, ci.ub, Ity = 2)
rug(dose, quiet = TRUE)
D

points(dosex_con$dose, predict(lin_con, dosex_con)$pred, type = "I", Ity = 3, col = "blue")

###Restricted cubic spline model for Non-linear analysis###

library("rms") # restricted cubic splineg At&& 4= A SH=Ct.

knots_con <- quantile(data_con$dose, (.05, .5, .95))

# wooxdtof o= 0L/ vector=E(spline 7|=&) ZH-S|Z A"

spl_con <- dosresmeta(formula =y ~ rcs(dose, knots_con), id = id, sd = sd, n = n, covariance
= "smd", data = data_con)

summary(spl_con)

EE-PERCES
waldtest(b = coef(spl_con), Sigma = vcov(spl_con), Terms = 1:2)

#Graphical results
xref_con <- 0 #5449| 20| 2t refS HF| =+ ULt
with(predict(spl_con, dosex_con, xref_con){
plot(get("rcs(dose, knots_con)dose"), pred, type = "I", ylim = ¢(0, .6),
ylab = "schizophrenia score", xlab = "medicine dose level, mg/day", bty = "I", las =



1)
matlines(get("rcs(dose, knots_con)dose"), cbind(ci.ub, ci.lb), col = 1, Ity = "dashed")
i
points(dosex_con$dose, predict(lin_con, dosex_con, xref_con)$pred, type = "I", Ity = 3, col =
"blue")



Table S1. The sample data for binary outcomes

author id type dose cases n logrr se
Bianchi 1 cc 0.00 126 414 0.000 NA
Bianchi 1 cc 9.06 61 261 -0.223 0.223
Bianchi 1 cc 27.00 69 228 0.000 0.234
Bianchi 1 cc 45.00 22 44 0.531 0.377
Bianchi 1 cc 64.80 19 34 0.875 0.444
Bobak 2 cc 0.00 77 258 0.000 NA
Bobak 2 cc 16.05 88 413 -0.431 0.221
Bobak 2 cc 46.42 24 202 -1.079 0.298
Bobak 2 cc 77.16 13 64 -0.616 0.387
Malarcher-wine 3 cc 0.00 83 208 0.000 NA
Malarcher-wine 3 cc 118 46 175 -0.580 0.317
Malarcher-wine 3 cc 8.92 17 58 -0.562 0419
Malarcher-wine 3 cc 18.72 4 11 0.615 0.909
Malarcher-beer 4 cc 0.00 83 208 0.000 NA
Malarcher-beer 4 cc 0.95 29 117 -0.288 0.333
Malarcher-beer 4 cc 743 32 81 0.513 0.338
Malarcher-beer 4 cc 15.60 18 39 -0.315 0471
Vliegenthart-wine 5 Ci 0.00 159 430 0.000 NA
Vliegenthart-wine 5 Ci 6.00 229 975 -0416 0.144
Vliegenthart-wine 5 Ci 18.00 38 207 -0.635 0.238
Vliegenthart-wine 5 Ci 28.80 39 133 -0.083 0.274
Vliegenthart-beer 6 Ci 0.00 302 1269 0.000 NA
Vliegenthart-beer 6 Ci 6.25 129 436 -0.223 0.157
Vliegenthart-beer 6 Ci 18.75 19 49 -0.010 0.351
Vliegenthart-beer 6 Ci 30.00 15 41 -0.261 0.417

id, numeric value only. Type, cc(case control); ir(incidence rate);

ci(cumulative incidence). Shim SR [2].



Table S2. The sample data for continuous outcomes

author id dose y sd n
Cutler 2006 1 0 5.30 1831 85
Cutler 2006 1 2 8.23 18.32 92
Cutler 2006 1 5 10.60 18.31 89
Cutler 2006 1 10 11.30 18.32 94
McEvoy 2007 2 0 233 26.10 107
McEvoy 2007 2 10 15.04 27.60 103
McEvoy 2007 2 15 11.73 26.20 103
McEvoy 2007 2 20 14.44 25.90 97
Kane 2002 3 0 2.90 24.28 102
Kane 2002 3 15 15.50 26.49 99
Kane 2002 3 30 11.40 22.90 100
Potkin 2003 4 0 5.00 21.14 103
Potkin 2003 4 20 14.50 20.16 98
Potkin 2003 4 30 13.90 20.88 96
Study 94202 5 1.40 25.73 57
Study 94202 5 11.00 25.00 51
Study 94202 5 10 11.50 25.20 51
Study 94202 5 30 15.80 28.51 54

id, numeric value only. Shim SR [2]



